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analysis of observational studies. Front Pharmacol 2017;8:58.
All came to the same conclusion: dental surgery is safe in anticoagulated patients. Only one of these studies is mentioned in the references. The authors should address the others as well.
In this manuscript, the authors propose a future systematic review of the literature but do not actually perform the review. The manuscript would be strengthened by actually including the review along with the analysis of the review's methods, as the seven systematic reviews above have done.
The authors mention that some studies have shown increased postdental bleeding in patients on warfarin. It is important to note while the risk of increased bleeding is important, this risk must be weighed against the risk of embolic complications when anticoagulation is interrupted for dental procedures. There has never been a fatal postdental bleeding complication in anticoagulated patients reported in the literature, but there have been many embolic complications in patients whose anticoagulation was interrupted, including some that were fatal. Yes there may be increased bleeding in anticoagulated dental patients, but the increased bleeding alone is not sufficient reason to interrupt anticoagulation --the risks and benefits must be carefully weighed.
REVIEWER
Hamidreza Karimi-Sari Student Research Committee, Baqiyatallah University of Medical Sciences, Tehran, Iran REVIEW RETURNED 29-May-2017
GENERAL COMMENTS
Thanks for inviting me as reviewer for manuscript entitled "Bleeding risk in patients using oral anticoagulants submitted to surgical procedures in dentistry: systematic review". The subject is novel and there is also a controversy regarding this important issue. Although doing high quality original study may be in priority about this issue, but secondary studies may also help better decision making. My comments to the authors are as follow:
-The focus question of study has 3 important parts; 1-bleeding risk, 2-oral anticoagulants, and 3-dental surgical procedures. Each of these parts contains many confounder which can make trouble in getting a definite conclusion. Studies may use different ways to measure bleeding risk. We have many types of oral anticoagolants, sometimes patients consume two of them simultaneously (e.g. ASA and Plavix). Also the medical indication for consuming the anticoagolant and the doses are important! The dental surgical procedures are many subtypes too; from a simple dental extraction (one or more than one teeth) to other procedures! It also can be affected by the dentist's skill! -The included studies should have a proper control group! By this way, I think just including clinical trials may limits your results and you cannot find enough data! We have large cohort studies which are in great level of evidences and also good quality case-control studies which tried to control the confoundes by selecting suitable control groups! By limiting your study to RCTs you may miss these important data! -With such narrow inclusion and exclusion criteria I think you will not be able to collect good evidence. See: https://www.nature.com/bdj/journal/v220/n5/full/sj.bdj.2016.173.html -You also want to do meta-analysis on extracted data! Please mention which variables could be included in this meta-analysis.
-Other parts of manuscript is well-written.
VERSION 1 -AUTHOR RESPONSE
Reviewer All came to the same conclusion: dental surgery is safe in anticoagulated patients. Only one of these studies is mentioned in the references. The authors should address the others as well. Q2. In this manuscript, the authors propose a future systematic review of the literature but do not actually perform the review. The manuscript would be strengthened by actually including the review along with the analysis of the review's methods, as the seven systematic reviews above have done.
Answer 2. We don´t understand what the reviewer meant. This is a protocol of systematic review
and then, the study will do after the publication of this protocol.
Q3. The authors mention that some studies have shown increased post dental bleeding in patients on warfarin. It is important to note while the risk of increased bleeding is important, this risk must be weighed against the risk of embolic complications when anticoagulation is interrupted for dental
procedures. There has never been a fatal post dental bleeding complication in anticoagulated patients reported in the literature, but there have been many embolic complications in patients, whose anticoagulation was interrupted, including some that were fatal. Yes there may be increased bleeding in anticoagulated dental patients, but the increased bleeding alone is not sufficient reason to interrupt anticoagulation --the risks and benefits must be carefully weighed.
Answer 3. Thank you for your comments. We don´t know if the anticoagulants need to be interrupted
or not. This is a clinical decision where each dentist will take with his patient after know the rate of bleeding. The purpose of our study is to measure the risk of bleeding in such patients.
Reviewer: 2
Hamidreza Karimi-Sari
Thanks for inviting me as reviewer for manuscript entitled "Bleeding risk in patients using oral anticoagulants submitted to surgical procedures in dentistry: systematic review". The subject is novel and there is also a controversy regarding this important issue. Although doing high quality original study may be in priority about this issue, but secondary studies may also help better decision making.
My comments to the authors are as follow:
Q1. The focus question of study has 3 important parts; 1-bleeding risk, 2-oral anticoagulants, and 3-dental surgical procedures. Each of these parts contains many confounders which can make trouble in getting a definite conclusion. Studies may use different ways to measure bleeding risk. We have many types of oral anticoagulants, sometimes patients consume two of them simultaneously (e.g.
ASA and Plavix). Also the medical indication for consuming the anticoagulant and the doses are important!
The dental surgical procedures are many subtypes too; from a simple dental extraction (one or more than one teeth) to other procedures! It also can be affected by the dentist's skill! 
GENERAL COMMENTS
Since my last review of this manuscript, I have identified three additional systematic reviews so there have already been a total of at least ten systematic reviews, each of which described their respective protocols within the article itself. There was not a separate article for the methods of the review. It should also be noted that the topic of dental surgery in anticoagulated patients is not very controversial -each systematic review came to the same conclusion: anticoagulation should not be interrupted for dental procedures. I believe there is not a need for a separate article about the protocol of the review. Instead, the protocol can be described within the same article as the review itself, and such a review would be a welcome addition to the literature in this area. When bleeding complications occur in anticoagulated dental patients, they are virtually always simple to treat with local hemostatic methods.
Unlike embolic complications when anticoagulation is interrupted, bleeding complications in anticoagulated dental patients have never been shown to be fatal or permanently debilitating. Moreover, minor bleeding complications have been shown to occur at about the same rate with or without anticoagulation interruption. See: 
The manuscript is well written and the study will benefit clinicians in planning oral surgery procedures in anti coagulated patients.
VERSION 2 -AUTHOR RESPONSE
Reviewer 1: Since my last review of this manuscript, I have identified three additional systematic reviews so there have already been a total of at least ten systematic reviews, each of which described their respective protocols within the article itself.
• There was not a separate article for the methods of the review. It should also be noted that the topic of dental surgery in anticoagulated patients is not very controversial -each systematic review came to the same conclusion: anticoagulation should not be interrupted for dental procedures. I believe there is not a need for a separate article about the protocol of the review. Instead, the protocol can be described within the same article as the review itself, and such a review would be a welcome addition to the literature in this area.
Response: Thank you very much for evaluating our manuscript. Protocol has a different role than systematic review. Protocols are previously published to ensure that the authors will evaluate all proposed outcomes regardless of information obtained. According to Cochrane, "Publication of research protocols minimizes bias by explicitly stating a priori hypotheses and methods without prior knowledge of results. Research studies are prone to many different types of bias in which a systematic, rather than random, error may occur in the results. One of the fundamental strategies to minimize bias is to explicitly state the hypotheses that will be tested and the methodological approaches that will be used in a research study prior to undertaking it, without prior knowledge of the data. Research protocols fulfill this role by providing a road map to the planned research. We are following recommendation by Cochrane groups". Particularly, our protocol contains high methodological approach to perform the Systematic Review, according to the recommendations specified in the Cochrane Handbook for Interventional Reviews, as well as the GRADE (Grading of Recommendations Assessment, Development and Evaluation) to evaluate the quality of evidence. Therefore, there is new information in this protocol that was not founded in the studies cited in introduction section, as well as in these three new cited ones. The study of Aframian, Lalla, Peterson (2007) was included in our introduction; the findings of this study need to be updated, and furthermore, the authors did not assess the risk of bias and the quality of evidence of outcomes, important steps of the Systematic Review study. The study published by Armstrong et al. (2015) summarizes the findings, conclusions, and recommendations of an evidencebased guideline on the periprocedural management of patients with a history of ischemic cerebrovascular disease and thus it is not specific to Dentistry. The study published by Kammerer et al. (2015) searched on only one database, restricted the language and did not follow GRADE approach to develop their method.
